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PubMed search strategy (1% B 20194 4 A 28 H)

#1 | (((((((Sepsis[mesh]) OR Sepsis[tiab]) OR systemic inflammatory 1638632
response syndrome[mesh]) OR systemic inflammatory response
syndrome[tiab]) OR Infection[mesh]) OR Infection[tiab]) OR
Critical lliness[mesh]) OR Critical lliness[tiab]

#2 | ((((((((acetaminophen[MeSH Terms]) OR 120370
acetaminophen[Title/Abstract]) OR ibuprofen[MeSH Terms]) OR
ibuprofen[Title/Abstract]) OR cryotherapy[MeSH Terms]) OR
cryotherapy[Title/Abstract]) OR antipyretics[MeSH Terms]) OR
antipyretics[Title/Abstract]) OR cool*[Title/Abstract]

#3 | (randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3888532
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups][tiab] NOT (animals [mh]

NOT humans [mh]))
#4 | #1 and #2 and #3 1260
CENTRAL search strategy (8% H 20194 4 A 27 H)

#1 | MeSH descriptor: [Sepsis] explode all trees 3998

#2 | (sepsis):ti,ab,kw 10248

#3 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328
explode all trees

#4 | ("systemic inflammatory response syndrome"):ti,ab,kw 1020

#5 | MeSH descriptor: [Infection] explode all trees 22510

#6 | (infection):ti,ab,kw 80328

#7 | MeSH descriptor: [Critical illness] explode all trees 1845

#8 | (critical illness):ti,ab,kw 3785

#9 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 99217




#10 | MeSH descriptor: [Antipyretics] explode all trees 63
#11 | (antipyretic):ti,ab,kw 686
#12 | MeSH descriptor: [Acetaminophen] explode all trees 2859
#13 | (acetaminophen):ti,ab,kw 5947
#14 | MeSH descriptor: [Ibuprofen] explode all trees 1753
#15 | (ibuprofen):ti,ab,kw 4345
#16 | MeSH descriptor: [Cryotherapy] explode all trees 1484
#17 | (cryotherapy):ti,ab,kw 1807
#18 | (cool*):ti,ab,kw 3619
#19 | #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 14893
#20 | #9 and #19 935
Trials 904
EZFrh RS search strategy (8% B 20194 4 A 27 H)
#1 | (BXILAE/TH or BXIMMAE/TA)) and (PT==:&EkBR<) 22404
#2 | ((RRZ/TH or BXZE/TA)) and (PT=2:&EkR<) 303785
#3 | (EBMRERICERE/TH or £ B RERMIEIRE/TA)) and 17730
(PT=2& k<)
#4 | #1 or #2 or #3 308825
#5 | (BREAKI/TH or £ZEAFKI/TA)) and (PT==&ZE%XFR<) 12769
#6 | ((Acetaminophen/TH or 7+ 73/2x2/TA)) and (PT=% &k 3756
BR<)
#7 ((Ibuprofen/TH or 4177087z /TA)) and (PT=5:%8%%<) 908
#8 | (BAEE/TH or cryotherapy/TA)) and (PT=5:%8%x<) 5380
#9 (7—'J/’7/TA) and (PT==&#FF<) 365
#10 | #5 or #6 or #7 or #8 or #9 19467
#11 | 5 LCHLEEER/TH or £S04 LALLLEERER/TH or 524 | 301704
LE/AL or FEAEAE/AL or LEEEAER/AL or EREREKER/AL or 7
S+tR/AL or ®tHB/AL or 2> hO—)L/AL or BEERBFZE/AL
#12 | #4 and #10 and #11 107
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2271 of records
identified thraugh
database

Mo additional
records identified
through other

searching

S5aurces

!

1936 of recards after
duplicates removed

1836 of records
screened

31 of full-text
articles assessed
far eligibility

9 of studies
included in
qualitative
synthesis

7 of studies
included in
quantitative
synthesis
(meta-analysis)

[

[

1805 of records
excluded

22 of full-text
articles excluded,
with reasons

Mo RCT: 3

Different
population: 7

Different 'C: &

Conference
abstract: &

Duplicate study: 1




Risk of Bias f~ ! —

self Jaulo

rselg Aupodal) Buipodal angaajas

(Se|Q UOLNE) Blep aLU0ano aladuioa)

{SEI0 Unlaalap) JUAWSSassE alloano jo Aulpulg

(el aaueodad) [auuosliad pue sjuediaped 1o Gupung
{SEI0 UOIAlas) JUALW|EAIUOD UORRI0|Y

(Se|Q LU0aa)as) uoeiauafl aauanbas wopuey

?

?

?

?

i

Bemard GR1997 | @) | @ | @ | @ | @

pavidR2015 | @) | D | O O @ O @
HauptmT 1281 | @) | @ | @ | @ | @

Miven DJ 2013

schortgen 2012 | @) | @) | @ | @ | ©

vaniz012 | @) | @ | @ | ® | @

voung2015 | @D | @D | O | O O OO
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bernard GR 1987 83 224 92 231 300% 093 [0.74,1.17)] o«
David R 2015 1 1% 4 22 158% 0.31 [0.04, 2.50]
Haupt MT 1891 g 16 4 13 B7% 1.83[0.73, 4.60] e
Niven D 2013 3 14 2 12 25% 1.29 [0.26, 6.46] —
Schortgen 2012 43 101 48 98 258% 0.88 [0.65,1.19] —.-
an-1i 2013 | 34 8 31 11.48% 2.39[1.25, 4.60] —
Young 2014 48 345 47 344 1.9% 1.02[0.70,1.48] 4
Total (95% CI) 752 752 100.0% 1.08 [0.83, 1.41] L 2
Total events 208 2058
Heterogeneity: Tau®= 0.05; Chi*= 10,92, df= 6 (P = 0.08), F= 45% f f t |
Testfu?nver:rll effect Z= DI.SB P= D.SE)I ( " oo o1 10 100
Favours [experimental] Favours [control]
P Niven,Yan-li, Young (& 28 H3ET-, Bernard I 30 H3ETC
7 MALD FRERFETER (F7/-1X 28 H, 30 HZETL) ¥low RoBERE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Bernard GR 1987 a3 224 92 231 48.3% 0.93[0.74,1.17] 3
David R 2015 1 18 4 22 0E% 0.31 [0.04, 2.50]
Haupt MT 1591 g 16 4 13 31% 1.83[0.73, 4.60] —
Miven D 2013 3 14 2 12 1.0% 1.29[0.26, 6.46] —
Schortgen 2012 43 1m 13 99 283% 0.88 [0.65,1.19] —
Young 2014 48 345 47 344 18.8% 1.02[0.70,1.48] —
Total (95% CI) 718 721 100.0% 0.95[0.81, 1.11] L
Total events 1ar 1ar
Heterogeneity: Tau®=0.00; Chi®= 3.61, df= 4 (P =061}, F= 0% 'D.D‘I D!‘I 1'D 1DD'

Testfor overall effect £= 0.66 (P =0.51)

*¢Yan-li Z#ER4+

77 bhLQ ICUEEAM

Experimental Control

Mean Difference

Favours [experimental] Favours [contral]

Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Schortgen 2012 17 14 1M 16 17 99 28% 1.00 [-3.32, 5.32]
Young 2015 48 46 345 51 52 344 872%  -030[1.03, 043
Total (95% CI) 446 443 100.0%  -0.26 [-0.99, 0.46]

Heterogeneity: Tau®= 0.00; Chi*=0.34, df=1 (P=0.56), F=0%
Testfor overall effect Z=0.71 (F=047)

-10 -5 0 5 10
Favours [experimental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bernard GR 1887 9 224 16 231 94.2% 0.58 [0.26,1.29] ~
Young 2014 ] 345 1 344  558% 0.33[0.01,8.13]
Total (95% CI) 569 575 100.0% 0.56 [0.26, 1.22] -
Total events q 17

Heterogeneity: Tau®=0.00; Chi*=0.11,df=1 {P=0.74); F= 0%
Testfor overall effect Z=1.46(F=0.14)
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10 100

Favours [experimental] Favours [contral]

S AN
T MHLG® BEEESOHE
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bernard GR 18587 18 224 26 231 B4.48% 0.71 [0.40,1.27] B
Haupt MT 1591 3 16 1 13 98% 2.44 [0.29, 20.75]
Miven DuJ 2013 ] 14 2 12 5.3% 0AT[0.01,2.29] +
Total (95% CI) 254 256 100.0% 0.75[0.38, 1.48] -
Total events 21 29

Heterogeneity: Tau®=0.06; Chi®= 214 di= 2 (P=0.34), F=T%
Testfor overall effect 2= 0.83 (P = 0.40)
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10 100

Favours [experimental] Favours [contral]
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